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DETAILED ACTION 

Claims 1-20 are pending in the instant application. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

I'he specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject 
matter which the applicant regards as his invention. 

Claims 1-20 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 

failing to particularly point out and distinctly claim the subject matter which applicant regards as 

the invention. 

In claim 1, lines 3-4, "said" ... "penetration enhancer" lacks antecedent basis. 

In claim 13, line 1, "aid carrier particles" is unclear and lacks antecedent basis from claim 
1 (e.g. replacing "aid" with —said— would be remedial). 

The metes and bounds of the various components within the formulation of claim 15, 
whose components are listed in lines 2-4, cannot be detemiined (e.g. Does the formulation 
comprise all of these molecules? A subset of these molecules?). Clarification is required. 

In claim 18, line 2, "the pharmaceutical formulation" lacks antecedent basis (replacing 
"the" with —a— would perhaps be remedial). 
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Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in a patent granted on an application for patent by another filed in the United 
States before the invention thereof by the applicant for patent, or on an international application by another who 
has fulfilled the requirements of paragraphs ( 1 ). (2), and (4) of section 371c of this title before the invention 
thereof by the applicant for patent. 


The changes made to 35 U.S.C. 102(e) by the American Inventors Protection Act of 1999 
(AlPA) do not apply to the examination of this application as the application being examined was 
not (1) filed on or after November 29, 2000, or (2) voluntarily published under 35 U.S.C. 122(b). 
Therefore, this application is examined under 35 U.S.C. 102(e) prior to the amendment by the 
AIPA (pre-AIPA 35 U.S.C. 102(e)). 

(e) the invention was described in- 

(1 ) an application for patent, published under section 122(b), by another filed in the United States before the 
invention by the applicant for patent, except that an international application filed under the treaty defined in 
section 351(a) shall have the effect under this subsection of a national application published under section 
122(b) only if the international application designating the linited States was published under Article 21(2)(a) 
of such treaty in the English language; or 

(2) a patent granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that a patent shall not be deemed filed in the United States for the purposes of this 
subsection based on the filing of an international application filed under the treaty defined in section 351(a). 


Claims 1,2,4-9, 11, 13-15, 17-20 arc rejected under 35 U.S.C. 102(e) as being 
anticipated by Chen et al. 

Chen et al teach compositions and methods of enhancing the absorption of a drug in a 
mammal, including humans, comprising the administration of an oral formulation comprising a 
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first population of cationic particles comprising an oligonucleotide and a penetration enhancer 
which arc released at a first location in the intestine, and which penetration enhancer comprises a 
fatty acid (caprylic, lauric, capric), a bile acid (cholic, deoxycholic), a chelating agent (EDTA, 
citrate, salicylate), and a second population of particles comprising a penetration enhancer and a 
delayed release coating or matrix, and polyethylene glycol, which second population is the same 
or different composition of the first, and is released at a location in the intestine that is 
downstream from the first location (See entire document, especially col. 7-8, 9-15, 19-23, 28-32, 
claims 1, 18, 24, 56, 70, 71, 91). 


Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
havmg ordinary skill in the art to which said subject matter pertams. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the claims 
under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various claims was 
commonly owned at the time any inventions covered therein were made absent any evidence to 
the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out the inventor 


and invention dates of each claim that was not commonly owned at the time a later invention was 
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made in order for the examiner to consider the applicability of 35 U.S.C. 103© and potential 35 
U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 1-3, 15 and 16 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Chen et al as applied to claims 1, 2, and 15 above, and further in view of Friedman et al and 
Cochrum et al. 

The claims are drawn to compositions and methods of enhancing the absorption of an 
antisense oligonucleotide in a mammal, including humans, comprising the administration of an oral 
formulation comprising a first population of cationic particles comprising an antisense 
oligonucleotide and a penetration enhancer which are released at a first location in the intestine, 
and which penetration enhancer comprises a poly-L lysine and alginate, and a second population 
of particles comprising a penetration enhancer and a delayed release coafing or matrix, and which 
second population is the same or different composition of the first, and is released at a location in 
the intesfine that is downstream from the first location. 

Chen et al is relied upon as set forth in the 102 rejection above. 

Chen et al do not teach the administration of antisense oligonucleotides within delayed 
release carrier particles, nor do they teach delayed release particles comprising poly-L-lysine and 
alginate. 

Friedmen et al teach particles for delayed release of biological substances comprising 
antisense oligonucleotides and further comprising alginate (See especially col. 43-45 and col. 47). 
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Cochrum et al teach particles for controlled or delayed release of biological substances in 
an organism, which particles comprise poly-L-lysinc and alginate (See especially col. 6, lines 53- 
55; col. 8, line49-col. 9, line 17). 

It would have been obvious to one of ordinary skill in the art to utilize compositions (for 
delayed release of a drug) comprising a first population of particles comprising a drug and a 
penetration enhancer which are released at a first location in the intestine, and which penetration 
enhancer comprises poly-L-lysine and alginate, and a second population of particles comprising a 
penetration enhancer and a delayed release coating or matrix, and polyethylene glycol, which 
second population is the same or different composition of the first, and is released at a location in 
the intestine that is downstream from the first location, because Chen et al teach first and second 
populations of particles for delayed drug release in a mammal including humans, and which drugs 
or biological agents include oligonucleotides. Friedman et al teach particles for delayed release, 
which particles comprise antisensc oligonucleotides and alginate, and Cochrum et al teach 
particles for delayed release of biological substances in an organism including humans comprising 
poly-L lysine and alginate. One of ordinary skill in the art would have been motivated to use slow 
release particles for enhanced delivery of antisense oligonucleotides within the digestive tract and 
that the delivery of antisense oligonucleotides to the digestive tract would be enhanced using 
delayed release particles described by either Chen et al, Friedman et al or Cochrum et al. 
Furthermore, one of ordinary skill would have expected that poly-L lysine and alginate provide 
appropriate particle constituents for delayed release of antisense oligonucleotides because 
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Cochrum et al teach compositions for delayed release ofbioiogical active substances (including 
DNA and RNA), comprising slow release particles which comprise alginate and poly-L lysine, and 
which particles provide more complete and uniform coating ofbioiogical agents. 

Therefore, the invention as a whole would have been prima facie obvious to one of 
ordinary skill in the art at the time the invention was made. 

Claims 1, 2, 6, 10 and 12 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Chen et al as applied to claims 1, 2 and 6 above, and further in view of Robinson. 

The claims are drawn to compositions and methods of enhancing the absorption of an 
drug or biological agent, including steroid anti-inflammatory in a mammal, including humans, 
comprising the administration of an oral formulation comprising a first population of cationic 
particles comprising a drug or biological agent and a penetration enhancer which arc released at a 
first location in the intestine, and which penetration enhancer comprises a bioadhesive, and a 
second population of particles comprising a penetration enhancer and a delayed release coating or 
matrix, and polyethylene glycol, which second population is the same or different composition of 
the first, and is released at a location in the intestine that is downstream from the first location. 

Chen et al is relied upon as set forth in the 102 rejection above. 

Chen et al do not teach the administration of carrier particles for delayed release of 
biological substances comprising bioadhesive agents, nor comprising a steroid anti-inflammatory 
agent. 
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Robinson et al teach carrier particles for delayed release of biological substances, which 
particles comprise bioadhesive agents and further comprise a steroid anti-inflammatory agent (See 
e.g. page 6, lines 14-18; page 1 1, line 24-page 13, line 13). 

It would have been obvious to one of ordinary skill in the art to utilize compositions (for 
delayed release of a drug) comprising a first population of particles comprising a drug and a 
penetration enhancer which arc released at a first location in the intestine, and which particles 
comprise a bioadhesive, and a second population of particles comprising a penetration enhancer 
and a delayed release coating or matrix, which second population is the same or different 
composition of the first, and is released at a location in the intestine that is downstream from the 
first location, because Chen ct al teach first and second populations of particles for delayed drug 
release in a mammal including humans. One or ordinary skill in the art would have been 
motivated to compose and utilize particles containing bioadhesives, because Robinson ct al teach 
the incorporation of bioadhesives into delayed release particles in order to adhere to the area (e.g. 
of the digestive tract) that is contacted, release the biological agent or drug at a controlled rate 
and cause treating agent to be sorbed in the vicinity of the contacted area (See esp. Page 7, line 
29-page 8, line 7 of Robinson). One of ordinary skill in the art would have been motivated to 
administer steroid anti-inflammatory agents using these slow release particles for treatment of 
conditions related to infiammation, as taught previously by Robinson. One of ordinary skill in the 
art would have expected that these delayed release particles comprising a bioadhesive (and for 
delivery of an anti-infiammatory agent) are biocompatible with the gastrointestinal tract and 
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furthemiore that the incorporation of bioadhesives facilitates in the desired and slow release of 
biological agents at desired portions of the digestive tract. 

Therefore, the invention as a whole would have been prima facie obvious to one of 
ordinary skill in the art at the time the invention was made. 
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Art Unit: 1635 


Conclusion 


Certain papers related to this application may be submitted to Art Unit 1635 by facsimile 
transmission. The faxing of such papers must conform with the notices published in the Official 
Gazette, 1 156 OG 61 (November 16, 1993) and 1 157 OG 94 (December 28, 1993) (see 37 
C.F.R. § 1 .6(d)). The official fax telephone numbers for the Group are (703) 308-4242 and (703) 
305-3014. NOTE: If Applicant does submit a paper by fax, the original signed copy should be 
retained by applicant or applicant's representative. NO DUPLICATE COPIES SHOULD BE 
SUBMITTED so as to avoid the processing of duplicate papers in the Office. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Jane Zara whose telephone number is (703) 306-5820. If attempts to 
reach the examiner by telephone are unsuccessful, the examiner's supervisor, John LeGuyader, can 
be reached on (703) 308-0447. Any inquiry regarding this application should be directed to the 
patent analyst, Katrina Turner, whose telephone number is (703) 305-3413. Any inquiry of a 
general nature or relating to the status of this application should be directed to the Group 
receptionist whose telephone number is (703) 308-0196. 


JZ 


May 16, 2003 



